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Description 

BACKGROUND OF THE INVENTION 

5 [0001] Inasmuch as the rate of dissolution of a particle can increase with increasing surface area, i.e.. decreasing 
particle size, efforts have been made to control the size and size range of drug particles in pharmaceutical conpositions 
by a variety of methods, including various milling techniques, such as airjet milling and wet milling. However, there tends 
to be a bias in the pharmaceutical arts against milting techniques, particularly, wet milling, due to concerns associated 
with contamination. For example, in the preparation of pharmaceuticals for oral and parenteral applications, it is desir- 

10 able to have total contamination, e.g., of heavy metals, below about 10 parts per million. The need to control and mini- 
mize contamination is particularly critical in the milling of parenteral products due to potential safety issues associated 
with injection of contaminants. 

[0002] Various grinding media, such as stainless steel, zirconium silicate, zirconium oxide, glass, and the like, typ- 
ically in tiie form of spherical beads, are commonly used in various mills, including media mills, for grinding materials. 

IS However, the use of stainless steel media can result in the introduction of iron, chromium and/or nickel contamination 
to the milled product accompanied by product discoloration. Media fabricated of conventional materials, such as zirco- 
nium silicates and zirconium oxides often contain zirconium, silicon, barium, lead, hafnium, yttrium, thorium and ura- 
nium, all of which can enter the product during grinding, leading to potential safety Issues. Glass media can contain 
various alkali oxides, which are an unacceptable source of contamination. Additionally, most commercially available 

20 glass media for fine grinding are of the soda lime type, which Is not well suited for milling pH sensitive products due to 
high alkalinity which can result during milling. 

[0003] Liversidge et al. in U.S. Patent No. 5,145,684, and published European specification EP-A-0 498.492, 
describe dispersible particles consisting of a drug substance, which may be an x-ray contrast agent, having a surface 
modifier adsoited on tiie surface thereof in an amount sufficient to maintain an effective average particle size of less 
25 than about 400 nm. The particles are prepared by dispersing the drug substance in a liquid dispersion medium and wet 
grinding in the presence of rigid grinding media. Particles free of unacceptable contamination have been prepared in 
accordance with this method. 

[0004] DE-A-371818 (equivalent to US-A-5,064,436) relates to a material useful in a bone prosthetic device. The 
material is made by ball milling togetiier a synthetic hydroxyapatite with an organic inflammable substance. The organic 
30 Inflammable substance may be polystyrene, polyvinyl alcohol or polypropylene. The example discloses polystyrene 
having a particle size of 6 p^m (.006 mm, 

[0005] EP-A-371431 discloses a process for producing pharmaceutical compositions wherein a pharmaceutical 
agent is supported on a support material. The support material can be cross-linked polymers swellable in water, such 
as, crospovidone, cross-linked polymeric cyclodexrin, cross-linked sodium carboxymetiiyl starch, dextran etc. The prod- 
35 uct Is made by mixing together a powder of the pharmaceutical agent having a broad particle size distribution of 0.01 
to 100 microns and a powder of the support material having a broad particle size distribution of 0.01 to 1000 microns. 
The mixture of the powders Is placed into a high-energy colloidal mill together with a grinding means. The nature of the 
grinding means is not disclosed 

[0006] Nevertiieless, further reduced levels of contamination are desired. This is particularly so when 1) the drug 
40 substance, which may be an imaging agent, is to be ground in a high energy mill where contamination tends to be par* 
ticularly problematic, and/or 2) the drug substance is intended for parenteral use. in which case tiie risks associated 
with contaminated product can be particularly severe. 

SUMMARY OF THE INVENTION 

45 

[0007] We have discovered ttiat fine particles of drug substances, can be prepared with reduced contamination by 
milling in the presence of grinding media comprising a polymeric resin. 

[0008] As used herein and throughout the specifk;ation the term 'drug substance' includes an organic diagnostic 

agent in addition to a tiierapeutic agent within its scope. 
50 [0009] More specifically, in accordance with this invention, there is provided a method of preparing particles of a 

drug substance, as hereinbefore defined, which comprises grinding tiie drug substance in tiie presence of grinding 

media comprising a polymeric resin. The media can comprise particles consisting essentially of the polymeric resin. 

Alternatively the media can comprise particles comprising a core, which preferably is a conventional media material, 

having adhered thereon a coating of the polymeric resin. 
55 [0010] It Is a particularly advantageous feature of this invention that there Is provided a method of preparing fine 

particles of a drug substance, as hereinbefore defined, having reduced contamination and/or discoloration. 

[001 1 ] Still another advantageous feature of tills invention is tiiat there is provided a method of fine grinding a drug 

substance, as hereinbefore defined, which method generates less heat and reduces potential heat-related problems 
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such as chemical instability and contamination. 

[001 2] It is another advantageous feature of this invention that a method of fine grinding a drug substance, as here- 
inbefore defined, is provided enabling improved pH control. 

[001 3] Other advantageous features will become apparent upon reference to the following description of preferred 
5 embodiments. 

DESCRIPTION OF PREFERRED EMBODIMENTS 

[0014] This invention is based partly on the unexpected discovery that drug substances, which may include con- 
10 trast imaging agents, can be prepared in extremely fine particles with reduced contamination levels by grinding in the 

presence of rigid grinding media comprising a polymeric resin. 

[0015] In the method of this invention, a drug substance is prepared in the form of particles by grinding the drug 
substance in the presence of rigid grinding media comprising a polymeric resin. 

[001 6] The grinding media comprises particles, substantially spherical in shape, e.g.. beads, consisting essentially 
15 of the polymeric resin. Alternatively, the grinding media conprises particles comprising a core having a coating of the 
polymeric resin adhered thereon. 

[0017] In general, polymeric resins suitable for use herein are chemically and physically inert, substantially free of 
metals, solvent and monomers, and of sufficient hardness and friability to enable them to avoid being chipped or 
crushed during grinding. Suitable polymeric resins include crosslinked polystyrenes, such as polystyrene crosslinked 

20 with divinylbenzene. styrene copolymers, polycarbonates, polyacetals, such as Delrin™, vinyl chloride polymers and 
copolymers, pdyurethanes, polyamides, poly(tetraf!uoroethytenes), e.g., Teflon^^, and other fluoropolymers, high den- 
sity polyethylenes, polypropylenes, cellulose ethers and esters such as cellulose acetate, polyhydroxymethacrylate. 
polyhydroxyethyl acrylate, silicone containing polymers such as polysiloxanes and the like. The polymer can be biode- 
gradable. Exemplary biodegradable polymers include poly(lactides), poiy(glycolide) copolymers of lactides and glycol- 

25 ide. polyanhydrides. poly(hydroxyethyl methacrylate). poly(imino cartx)nates). poly(N-acylhydroxyproilne)esters. 
poly(N-palmitoyl hydroxyproline) esters, ethylene vinyl acetate copolymers, poty(orthoesters), poiy(caprolactones), and 
poly(phosphazenes). In the case of biodegradable polymers, contamination from the media Itself advantageously can 
metabolize in vivo into biologically acceptable products which can be eliminated from the body. 
[0018] The polymeric resin can have a density from 0.8 to 3.0 g/cm^. Higher density resins are prefen-ed inasmuch 

30 as it is believed that these provide more efficient particle size reduction. 

[001 9] The media can range in size from about 0.1 to 3 mm. For fine grinding, the particles preferably are from 0.2 
to 2 mm, more preferably, 0.25 to 1 mm in size. 

[0020] The core material preferably can be selected from materials known to be useful as grinding media when fab- 
ricated as spheres or particles. Suitable core materials include zirconium oxides (such as 95% zirconium oxide stabi- 
35 lized with magnesia or yttrium), zirconium silicate, glass, stainless steel, titania, alumina, ferrite and the like. Preferred 
core materials have a density greater than about 2.5 g/cm^. The selection of high density core materials is believed to 
facilitate efficient particle size reduction. 

[0021] Useful thicknesses of the polymer coating on the core are believed to range from about 1 to about 500 
microns, although other thicknesses outside this range nnay be useful in some applications. The thickness of the poly- 

40 mer coating preferably is less than the diameter of the core. 

[0022] The cores can be coated with the polymeric resin by techniques known in the art. Suitable techniques 
include spray coating, fluidized bed coating, and melt coating. Adhesion promoting or tie layers can optionally be pro- 
vided to Improve the adhesion between the core material and the resin coating. The adhesion of the polymer coating to 
the core material can be enhanced by treating the core material to adhesion promoting procedures, such as roughening 

45 of the core surface, corona discharge treatment, and the like. 

[0023] The milling process can be a dry process, e.g., a dry roller milling process, or a wet process. I.e., wet-grind- 
ing. In prefen-ed embodiments, this invention is practised in accordance with the wet-grinding process described in U.S. 
Patent No. 5,145,684 and in published European specification EP-A-O 498,482. Thus, the wet grinding process can be 
practised In conjunction with a liquid dispersion medium and surface modifier such as described in these publications. 

50 Useful liquid dispersion media include water, aqueous salt solutions, ethanol, butanol, hexane, glycol and the like. The 
surface modifier can be selected from known organic and Inorganic pharmaceutical exdpients such as described in 
U.S. Patent No. 5,145,684 and can be present in an amount of 0.1-90%, preferably 1-80%, by weight based on the total 
weight of the dry particle. 

[0024] In preferred embodiments, the drug substance can be prepared in submicron or nanoparticulate particle 
55 size, e.g., less than about 500 nm. The Applicant has demonstrated that particles can be prepared having an average 
particle size of less than about 400 nm. In certain embodiments, particles having an average particle size of less than 
300 nm have been prepared in accordance with the present invention. It was particularly surprising and unexpected that 
such fine particles could be prepared at such low levels of contamination. 
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[0025] Grinding can take place in any suitable grinding mill. Suitable mills include a roller mill, a ball mill, an attritor 
mill, a vibratory mill, a planetary mill, a sand mill and a bead mill. A high energy media mill is preferred when the grinding 
media consists essentially of the polymeric resin. The mill can contain a rotating shaft. 

[0026] The preferred proportions of the grinding media, the drug substance, the optional liquid dispersion medium, 
5 and surface modifier present in the grinding vessel can vary within wide limits and depends, for example, upon the par- 
ticular drug substance selected, whether it is for therapeutic or diagnostic use, the size and density of the grinding 
media, the type of mill selected, etc. The process can be carried out in a continuous, batch or semi-batch mode. In high 
energy media mills, it can be desirable to fill 70-90% of the volume of the grinding chamber with grinding media. On the 
other hand, in roller mills, it frequently is desirable to leave the grinding vessel up to half filled with air, the remaining 
10 volume comprising the grinding media and the liquid dispersion media, if present. This permits a cascading effect within 
the vessel on the rollers which permits efficient grinding. However, when foaming is a problem during wet grinding, the 
vessel can be completely filled with the liquid dispersion medium. 

[0027] The attrition time can vary widely and depends primarily upon the particular drug substance, mechanical 
means and residence conditions selected, the initial and desired final particle size and so forth. For roller mills, process- 
es ing times from several days to weeks nrtay be required. On the other hand, residence times of less than about 8 hours 
are generally required using high energy media mills. 

[0028] After attrition is conpleted, the grinding media is separated from the milled particulate product (in either a 
dry or liquid dispersion form) using conventional separation techniques, such as by filtration, sieving through a mesh 
screen, and the like. 

20 [0029] The invention can be practised with a wide variety of drug substances, both therapeutic agents and diagnos- 
tic imaging agents. In the case of dry milling, the drug substances must be capable of being formed into solid particles. 
In the case of wet milling, the drug substances must be poorly soluble and dispersible in at least one liquid medium. By 
"poorly soluble", it is meant that the drug substance has a solubility in the liquid dispersion medium, e.g., water, of less 
than about 10 mg/ml. and preferably of less than about 1 mg/ml. The preferred liquid dispersion medium is water. Addl- 
es tionally, the Invention can be practised with other liquid media. 

[0030] Suitable therapeutic drug substances and classes of drug substances are described in U.S. Patent No. 
5,145,684 and include Danazol, 5a, 17a,-r-(methyl-sulfonyl)-rH-pregn-20-yno[3,2-c]-pyrazol-17-ol, camptothecin, 
piposulfam, piposulfan and naproxen. Other suitable drug substances include the NSAIDs described in U.S. Patent 
Application Serial No. 897.193 and the anticancer agents described in U.S. Patent Application Serial No. 908.125. 
30 [0031] Suitable diagnostic imaging agents include ethyl-3,5-bisacetoamido-2,4.6-triiodobenzoate. ethyl-(3,5- 
bis(acetylamino)-2.4,6-triodobenzoyloxy) acetate, ethyl-2-(bi8(acetylamino)-2,4,6-triiodobenzoyloxy)-butyrate, 6- 
ethoxy-6-oxohexyl-3,5-bis(acety1amino)-2,4,6-triiodobenzoate. Other suitable imaging agents are described in pub- 
lished European specification EP-A-0 498,482. 

[0032] The invention will now be described with reference to the following examples. 

35 

Example 1 Preparation of ethyl-3.5-bisacetoamido-2.4.6-triiodobenzoate particles using polycarbonate beads as the 
orindino media 

[0033] A dispersion (500 ml) was prepared by combining 30% w/v ethyl-3,5-bisac6toamido-2,4.6-tri-iodobenzoate 
40 (1 50 g), 7% Tetronic^-908 (35 g). which is a tetrafunctional block copolymer derived from sequential addition of propyl- 
ene oxide and ethylene oxide to ethyl enediamine, available from BASF, and water. Polycarbonate beads (250 ml. aver- 
age particle size 0.3 mm) were added to the grinding chamber (300 ml, grade 316 stainless steel) of a DYN0®-M1LL 
(Model KDL, manufactured by Willy A. Bachoffen AG Maschinfabrik). The dispersion was recirculated through the mill 
using a positive displacement pump at a flow rate of 150 ml/min. The residence time of the dispersion in the milling 
45 chamber was 60 min. The shaft in the grinding chamber jacket was rotated at 4200 RPM (tip speed 14 m^ec). The tem- 
perature of the chamber jacket was controlled to below about 30°C with a recirculating ice water bath. The dynamic gap 
separator was adjusted to a gap thickness of about 0.1 mm, such that the grinding media was retained within the cham- 
ber while the dispersion was recirculated. The resulting particles (average particle size, 200 nm) had no noticeable dis- 
coloration. Indicating minimal attrition of stainless steel into the product. When a similar procedure was carried out 
50 using grinding media fabricated of zirconium silicate on glass beads, the resulting product exhibited noticeable discol- 
oration. 

Examples 2-4 Preparation of ethyl-3.5-bisacetoamido-2.4.6-triiodobenzoate particles using polystyrene beads as the 
grinding medi^ 

55 

[0034] A dispersion (500 ml) was prepared by combining 30% w/v ethyl-3,5-bisacetoamido-2,4,6-tri-iodoben- 
zoate(150 g), 7% Tetronic^-908 (35 g), and water. Polystyrene beads (250 ml, average particle size 0.5 mm, range 0.3- 
0.6 mm) were added to the grinding chamber- (300 ml) of a DYN0®-MILL. The polystyrene contained divlnylbenzene 
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as the crosslinker. The dispersion was recirculated through the mill at a flow rate of 150 ml/min for a calculated resi- 
dence time of 70 min. The shaft in the grinding chamber was rotated at 4200 RPM. and the temperature of the chamber 
jacket was controlled to below about SO^'C. Tlie resulting product (average particle size 180 nm) exhibited no noticeable 
discoloration, indicating minimal presence of stainless steel contamination in the product. 

5 [0035] In Example 3, a dispersion (500 ml) was prepared by combining 30% (wA/) ethyl-3,5-bi8^acetoamido-2,4,6- 
triiodobenzoate (150 g). 7% Tetronic^-908 (35 g), and water. Polystyrene beads (250 ml, average particle size 0.355 
mm) were added to the grinding chamber (300 ml) of a DYNO®-MILL The dispersion was recirculated through the mill 
at a flow rate of 150 ml/min for a residence time of 70 minutes. The shaft of the grinding chamber was rotated at 3200 
RPM, and the tenperature of the chamber jacket was controlled to below about 30''C. The resulting product (average 

10 particle size 1 90 nm) exhibited no noticeable discoloration, indicating minimal presence of stainless steel contamination 
in the product. 

[0036] In Example 4, the procedure described for Examples 2 and 3 was substantially repeated except that the 
shaft was rotated at 2500 RPM and the calculated residence time of the dispersion in the chamber was 140 min. The 
resulting particle size was 200 nm with no noticeable discoloration. 

IS 

Example 5 Measurement of reduced contamination bv iCP-MS andlCP-AES 

[0037] A dispersion (500 ml) was prepared by combining 30% (w/v) ethyl-3,5-bisacetoamido-2,4,6-tri-iodobenzoate 
(150 g), 7% Tetronic™-908 (35 g), and water. Polycarbonate beads (250 ml, size 0.3 mm - 0.5 mm) were added to the 

20 grinding chamber (300 ml) of a DYNO®-MILL The dispersion was recirculated through the mill at a flow rate of 150 
ml/min for a residence time of 70 minutes. The shaft of the grinding chamber was rotated at 3200 RPM (tip speed 10.5 
m/sec) and the temperature of the chamber jacket was controlled to below about 30*'C. The resulting product (average 
particle size 225 nm) exhibited low levels of contamination (as set forth in the table below) when examined by induc- 
tively coupled plasma - mass spectroscopy (ICP-MS) and inductively coupled plasma - atomic emission spectroscopy 

25 (ICP-AES). 



Contamination (ppm) 




Zr 


Si 


Fe 


Ba 


Cr 


Ni 


Example 4 


0.7 


3 


1 




1 




Comp. Ex. A 


0.5 


210 


12 


43 


2 


2 


Comp. Ex. B 


250 


220 


17 




4 


3 



-- Indlcales contamination below detection levels. 



[0038] In Comparative Example A, a similar dispersion was milled to 194 nm using 0.5 mm glass beads. The shaft 
40 of the grinding chamber was rotated at 3200 RPM (tip speed 10.5 m/sec). The product exhibited substantially higher 
levels of silicon, Iron, barium, chromium and nickel. 

[0039] In Comparative Example B, a similar dispersion was milled to 195 nm using 0.75 mm ZrSt02 heads. The 
shaft of the grinding chamber was rotated at 3200 RPM (tip speed 10.5 m/sec). The product exhibited substantially 
higher levels of zirconium, silicon, iron, chromium and nickel. 

45 

Example 6 Preparation of nanoparticulate naproxen using polycaibonate beads in a planetary mill 

[0040] Polycarbonate beads (6 ml, average particle size 0.3 mm) were added to a 12 ml agate bowl of a planetary 
mill (Model #LC-107 Fritsch P-7 Planetary micro mill available from Gilson Inc.). To the bowl was added naproxen (150 
50 mg), Pluronic™'F-68 (90 mg), a block copolymer of ethylene oxide and propylene oxide available from BASF, and 2.7 ml 
water for injection, to give a final concentration (w/v) of 5% naproxen and 3% surface modifier. The second agate bowl 
contained 6 ml media as a countenA^eight. The dispersion was milled at medium speed (2.5 dial setting on the speed 
control) for 2.5 days. The naproxen particle size was measured at various time inten/als as follows: 

55 



5 



EP 0 600 528 B1 



5 



Time 


Particle Size (nm) 


3 hours 


24,200 


18 hours 


316 


36 hours 


288 


60 hours 


348 



[0041 ] The resulting milky white product had no noticeable discoloration or particulate contaminants. 
IS Claims 

1. A method of preparing particles of a drug substance which comprises grinding said substance with rigid grinding 
media to reduce said particles to submicron size wherein the grinding media have a substantially spherical shape, 
a particle size range of 0.1 to 3 mm. and consist essentially of a polymeric resin or of a core having adhered ther- 

20 eon a coating of the polymeric resin. 

2. A method as claimed in claim 1 , wherein the polymeric resin Is polystyrene cross linked with a divinyl benzene. 

3. A method as claimed in claim 1 , wherein the polymeric resin is a polycarbonate. 

25 

4. A method as claimed in any one of claims 1 to 3, wherein the method is a wet grinding process. 

5. A method as claimed in any one of claims 1 to 3, wherein the method is a dry grinding process. 

30 6. A method as claimed in any one of claims 1 to 5, wherein the grinding takes place in a roller mill, a ball mill, an attri- 
tor mill, a vibratory mill, a planetary mill, a sand mill or a bead mill. 

7. A method as claimed in any one of claims 1 to 6, wherein the drug substance is naproxen. 

35 8. A method as claimed in any one of claims 1 to 6, wherein the drug substance is a diagnostic imaging agent. 

9. A method as claimed in claim 8, wherein the diagnostic agent is ethyl 3,5"bisacetoamido<2,4.6-triiodobenzoate. 

PatentansprOche 

40 

1. Verfahren zur Herstellung von Partikein eines Arzneistoffes, welches das Zermahlen des besagten Arzneistoffes 
mit harten Mahlk6rpern zum ZwecK der Verkleinerung der besagten Partikel bis zu einer GrOBe von wenlger als 
einem Mikron umfasst. wobei die MahlkOrper eine im wesentlichen kugelfOrmige Gestalt und eine Teilchengr08e 
im Wertebereich von 0,1 bis 3 mm aufweisen und im wesentlichen aus einem potymeren Harz oder einem Kern 

45 bestehen. der eine aus einem polymeren Harz bestehende, darauf haftende Beschichtung aufweist. 

2. Verfahren, wie in Anspruch 1 beansprucht, wobei das polymere Harz mit einem Oivinylbenzol vernetztes Polystyrot 
ist. 

so 3. Verfahren, wie in Anspruch 1 beansprucht, wobei das polymere Harz ein Polycarbonat ist. 

4. Verfahren, wie in einem der AnsprOche 1 bis 3 beansprucht, wobei die Methode ein NaBmahlverfahren ist. 

5. Verfahren, wie in einem der Anspruche 1 bis 3 beansprucht, wobei das Verfahren ein Trockenmahlverfahren ist. 

55 

6. Verfahren, wie in einem der Anspruche 1 bis 5 beansprucht, wobei das Zermahlen in einer Walzenmuhle, Kugel- 
mOhle, Abriebmuhle, Vibrationsmuhle, mit Ptanetengetriebe versehenen Muhle, Sandmuhle Oder Perlenmuhle 
durchgefOhrt wind. 
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7. Vertahren. wie in einem der AnsprOche 1 bis 6 beansprucht, wobei der Arzneistoff Naproxen ist. 

8. Verfahren, wie In einem der Anspruche 1 bis 6 beansprucht. wobei der Arzneistoff ein diagnostisches. bilderzeu- 
gendes Mittel ist. 

5 

9. Verfahren, wie in Anspruch 8 beansprucht, wobei das diagnostische Mittel die Verbindung Ethyl-3,5-bisacetamido- 
2,4.6-trijodbenzoat ist. 

Revendlcatlons 

10 

1. Proc6d6 de preparation de particules d'une substance m^dicamenteuse qui coniprend le broyage de ladite subs- 
tance avec des corps de broyage rigides, pour r6duire lesdites particules ^ une dimension submicronique. dans 
lequel ies corps de broyage ont une forme sensiblement sph6rique, une gamme de dimension de particules de 0,1 
^ 3 mm et sont constitu6s essentiellement d'une r^sine polym^re ou d'un noyau sur lequel adhere un revdtement 

IS de r6sine polymdre. 

2. Proc^6 tel que revendiqu6 dans la revendication 1. dans lequel la r^sine polym^re est du polystyrene reticuld 
avec un divinylbenz^ne. 

20 3. Proc6de tel que revendiqu6 dans la revendication 1 . dans lequel la r6sine polym^re est un polycarbonate. 

4. Precede tel que revendique dans Tune quelconque des revendlcatlons 1 k 3, dans lequel le precede est un precede 
de broyage par vole humide. 

25 5. Precede tel que revendique dans Tune quelconque des revendlcatlons 1 k 3. dans lequel le precede est un precede 
de broyage par vole seche. 

6. Precede tel que revendique dans Tune quelconque des revendlcatlons 1 k 5, dans lequel le broyage a lieu dans un 
broyeur k cylindres, un broyeur k billes. un broyeur operant par attrition, un broyeur vibrant, un breyeur planetaire. 

30 un broyeur k sable ou un broyeur k perles. 

7. Precede tel que revendique dans Tune quelconque des revendications 1 k S, dans lequel la substance medicamen- 
teuse est du naproxene. 

35 8. Precede tel que revendique dans Tune quelconque des revendications 1 k 6, dans lequel la substance medlcamen- 
teuse est un agent d'imagerie de diagnostic. 

9. Precede tel que revendique dans la revendication 8, dans lequel Tagent de diagnostic est de retiiyl-3,5-bi8acetoa- 
mido-2,4,6-triiedobenzoate. 

40 
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